(12) INTERNATIONAL APPLICATION PUBLISI1LD UNDER THK PATKNT COOPKRATJON TKKATY (PCT) 



(19) World Intellectual Properly 
Orgunixulion 
Imemation.il Bureau 




(43) IntcrnatiotKi) Publication Dale (10) Intcriuitioiuil Publication Number 

13 January 2005(13.01.2005) PCT WO 2005/003150 A2 



(51) International Patent Classification 7 : 
(21) International Applie s lion Number: 



C07K 



(22) International Filing Date: 

(25) Filing Lang unfte: 

(26) Publicalion Language: 

(30) Priority Onla: 

60/484.4K4 



PCT/US2004/02US7 
2 July 20t>» (02.O7.20OJ) 
Enelish 
Knelish 

2 July 2003 (02.07.2003) US 



(71) Applicant {for all designated Stales except US): KMOKY 
UNIVKR.SITV |U.S/US|; 13HO South Oxford Road, N.K., 
Atlanta. GA 30322 < LIS >. 

(72) Inventor; and 

(75) Inventor/Applicant (for US only): V1NTKN-.IO- 
HANSKN, Jakob [USAKSJ; 1550 Hillside Oak Drive. 
Grayson, GA 30017 (US). 

(74) A^enl: XI A, Tim, T.; Morris, Manning <Si Martin LLP 
1 600 Atlanta Financial Center. 3343 Peaclurec Road, N.K.. 
Atlanta. OA 3<>32(i 1044 (US1. 



f Kl ) Designated Sialics ttmU'iS otherwise indicated, for every 
kitui of national protection nsaifabjeh Ali. ACi, AL. AM. 
AT. AU. AX, B/\. BB. IUL BR. H W. BY. BZ. CA. CH. CN. 
CO. CR. CU.CZ. DH. L>K. DM. !>'/. I:C. Kl:. EG. ES. I I. 
GB. (ID, GE. GM. GM, MR, IIU. UX II.. IN. IS. JP. KE. 
KG. KP. KR. KZ. LC. LK. I.R. LS. LT. LU. LV MA. MIX 
MO. MK. MN. MW. MX. MZ, NA. Nl, NO. N/.. OM. PG. 
PH. PL. 1^. RO. RU, SC. SD, SC. SG. SK, SU SY.TJ.TM. 
I N. 'I"R, IT. UA, UG. US. 1 1/, VC. VN, YU ZA, ZM, 
ZW. 

(W) Designated Stales (unless otherwise indicated, for every 
k hut of reg ioi ml pro te< ■# ion available h A R I PO ( B W, C 1 1 1, 
GM. KM. LS, MW, MZ. NA. SIX SL. SZ. TZ. UG. ZM. 
ZW). Eurasian (AM, AZ, BY. KG. KZ. MIX RU, TJ. TM), 
European (AT, BE. BG. CM, CY. CZ, DE. DK, lib. ES, 11, 
PR. GB. GR. 1 lU. in. IT. LU. MC. NL. PL, PT. RO. SB. SI, 
SK, TR>, OAPI (BR BJ. CP, CO. CI. CM. GA, GN, GQ. 
GW. ML. MR. Nl*, SN. TIX T(i). 

Decla i*a I ion under RnJe4.l7: 

— as to applicant's entitlement to apply for ami be a nutted 
a patent [Rule. 4.17(H)} for the fiilhnving designations AE. 
AG. At.. AM, AT. AU AZ. HA. His. HQ. HH. RW. HY. HA. 

{ Continued on next pngej 



(54) Title: COMPOSITIONS AND METHODS I OR USE OP A PROTEASE INHIBITOR AND ADENOSINE FOR PREVENT- 
ING ORGAN ISO II- MIA ANT> RHPERHISION INJURY 



A 



47 Kda 



110 120 130 140 150 160 170 





l ! ! I 





















B 



115 125 135 145 155 165 175 



< 
o 

IT) 



IT) 
O 
O 

o 



ISO 
1GO " 
140 
12Q - 
10O - 

80 - 

60 

OO 

20 
O 



1 



I 



Lano 1 Lane J 



111 



Uno3 Lnnu 4 Inn* ^ L&nc 6 Lane 7 



(57) Abstract: Methods and compositions including combined use of a serine protease inhibitor and adenosine when administered 
as a single pharmaceutical composition, concomitantly or sequentially in any order to a living subject tor preventing organ ischemia 
or rcperfuston injury. The methods and compositions disclosed herein can be used rn such procedures as cardiac surgery, non-sur- 
gical cardiac revascularization, organ t ran sp Ian t at ion, perfusion, ischemia, repcrfusion. ischemia-rcperfnsion injury, oxidant injury, 
cytokine induced injury, shock induced injury, resuscitations injury or apo ptosis. 



WO 2005/003150 A2 111! 



(•a cu cn co ck. cu. a. on. ok. dm. nz u.ht 

FC ESFIGB GO. GE. GH. GM. HH. HU. IO. II, IN. IS. 

« Ta «. LC. IX. LH. IS. IT. I.V. IV. AM. 

MIX S1G M K 'mS. M*. A/X. 

i>r i'ii /•/ rr ho. hu. sc. so. st. sc.. sk. si. u. 
i w n li rr r/ ua. kg. m. vc vw. a*, zm. 

15 r«,KV-.M«H, (W. KE. IS. MW 1 « J; 

.s/> ix. >z. rt z*. *«"• fc«««" ' 

«» kY7 A/f> Mi. TJ. TM). Europeau patent (A1. lit.. 

b o a ,, n: c?oi, ok. ee. es. n. « c» «r. uu. it.. 



it i u mc m. n.. pi: ho. se. si. sk. tr). oai-i 

(BE RJ. CF. CG. CI. CM. GA. ON. GQ. GW. MU MH. HE. 

s,m. to. rc) 

-" bU « , i«< international search report and ft. !«■ republished 

upon receipt ofllutl i-epon 
/i,rl»Y. .lrtter,oJes.m,l.vher abbreviations, refer in the "Guid- 
«me Notes <»< Codes and Abbreviation" appeari^ ft the be,w 
„ing of each regular issue of the /'(T Gazette. 



